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AMENDMENTS TO THE CLAIMS 

This listing of the claims will replace all prior versions, and listings, of claims in this 
application. 

Listing of Claims: 

1 . (Original) A method of identifying a compound that modulates cytokine 
production, comprising: 

a) providing an indicator composition comprising a type I polypeptide arginine 
methyltransferase (PRMTl) polypeptide; 

b) contacting the indicator composition with a plurality of 
test compoimds; 

c) selecting from the Ubrary of test compounds a compound of interest 
that modulates an activity of PRMTl; 

to thereby identify a compound that modulates cytokine production. 

2. (Original) A method of identifying a compound that modulates T cell 
receptor-mediated signaling, comprising: 

a) providing an indicator composition comprising a type I polypeptide arginine 
methyltransferase (PRMTl) polypeptide; 

b) contacting the indicator composition with a pliarality of 
test compounds; 

c) selecting from the Ubrary of test compounds a compound of interest 
that modulates an activity of PRMTl ; 

to thereby identify a compound that modulates T cell receptor-mediated signaling. 

3. (Currently Amended) The method of claim 1 claim 1 or 2 , wherein the 
activity of PRMTl is a NIP45-related activity. 

4. (Original) A method of identifying a compound that modulates cytokine 
production, comprising: 

a) providing an indicator composition comprising the upstream regulatory regions 
controlling expression of a type I polypeptide arginine methyltransferase (PRMTl) polypeptide 
operably linked to a reporter gene; 
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b) contacting the indicator composition with a plurality of 
test compounds; 

c) selecting from the hbrary of test compounds a compound of interest 
that modulates the expression of the reporter gene; 

to thereby identify a compound that modulates cytokine production. 

5 . (Original) The method of claim 4, further comprising determining the 
eflfect of the compound of interest on a NIP45-related activity of PRMTl. 

6. (Currently Amended) The method of claim 1 claim 1 or 2. wherein the 
indicator composition is a cell that expresses the PRMTl polypeptide. 

7. (Original) The method of claim 6, wherein the cell has been engineered 

to 

express the PRMTl polypeptide by introducing into the cell an expression vector encoding the 
PRMTl polypeptide. 

8. (Currently Amended) The method of claim 1 c laim 1 or 2 , wherein the 
indicator composition is a cell free composition. 

9. (Currently Amended) The method of claim 1 c laim 1 or 2. wherein the step of 
determining the effect of the compound of interest on an activity of PRMTl comprises measuring 
the ability of the PRMTl to methylate one or more arginine residues of a target polypeptide. 

10. (Original) The method of claim 9, wherein the target polypeptide is 

NIP45. 

1 1 . (Original) The method of claim 6, wherein the cell further comprises a 
NIP45 polypeptide. 

12. (Original) The method of claim 6, wherein the cell further comprises an 
NFAT polypeptide. 



13. (Original) The method of claim 3, wherein the step of detemiining the 
effect of the compound of interest on a NIP45-related activity of PRMTl comprises measuring 
cytokine production or cytokine gene transcription. 
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14. (Original) The method of claim 13, wherein the cytokine is IFN-y or IL- 



4. 



1 5. (Original) A method for identifying a compound that modulates 
cytokine production in a non-T cell, comprising; 

a) providing non-T cell comprising a NIP45 molecule; 

b) contacting the non-T cell with a plurality of test compounds; and 

c) selecting from the library of test compounds a compound of interest 
that modulates the activity of NIP45; 

to thereby identify a compound that modulates cytokine production in a non-T cell. 



1 6. (Original) The method of claim 1 5, wherein the cell further comprises 



PRMTl. 



1 7. (Original) The method of claim 1 5, wherein the cell further comprises 



NFAT. 



1 8. (Original) The method of claim 1 5, wherein the activity of NIP45 is 
selected from the group consisting of: binding to NFAT, binding to PRMTl, and activation of gene 
transcription. 

1 9. (Original) The method of claim 1 8, wherein the gene is selected from 
the group consisting of: IL-4, IFN-y, Egr2, Egr3, c-Rel, and p65. 



20. (Original) A method for identifying a compound that modulates gene 
expression comprising: 

a) contacting an indicator composition comprising a first polypeptide comprising 
amino acids 1-32 of NIP45 and a second polypeptide which is a PRMTl polypeptide with a 
plurality of test compounds; 

b) detecting an activity of the first polypeptide or a NIP45-related activity of the 
second polypeptide in the presence and absence of a test compound, and 

c) selecting a compound of interest that modulates an activity of the first or second 

polypeptide; 

to thereby identify a compound that modulates gene expression. 
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2 1 . (Original) The method of claim 20, wherein the indicator composition 

is a cell. 

22. (Original) . The method of claim 20, wherein the cell further comprises 
an NFAT polypeptide and the activity of the first polypeptide is detected by measuring the 
binding of the first polypeptide to the NFAT polypeptide. 

23 . (Original) The method of claim 22, wherein the NFAT polypeptide is 
selected firom the group consisting of: NFATcl, NFATc2, and NFATc3. 

24. (Original) The method of claim 20, wherein the activity of the first 
polypeptide is detected by measuring transcription firom a promoter. 

25. (Original) The method of claim 24, wherein the promoter is an IL-4 
or IFN-y promoter. 

26. (Original) The method of claim 24, wherein the promoter is selected 
firom the group consisting of: the Egr2, Egr3, c-Rel, and p65 promoter. 

27. (Original) The method of claim 20, wherein the indicator composition 
is present in a cell free system, 

28. (Original) The method of claim 20, wherein the NIP45 -related 
activity of the second polypeptide is detected by measuring the methylation of one or more 
arginine residues of NIP45. 

29. (Original) The method of claim 20, wherein the NIP45-related 
activity of the second polypeptide is detected by measuring the interaction between the second 
polypeptide and the first polypeptide. 

30. (Original) The method of claim 20, wherein the test compounds are 
present in a library of small molecules. 

3 1 . (Original) The method of claim 28, wherein the test compound 
decreases the degree of arginine methylation of NIP45 as compared to the degree of arginine 
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methylation of NIP45 in the absence of the test compound, and the test compound is identified 
as an agent that reduces cytokine production. 

32. (Original) The method of claim 28, wherein the test compoimd 
increases the degree of arginine methylation of NIP45 as compared to the degree of arginine 
methylation of NIP45 in the absence of the test compound, and the test compound is identified 
as an agent that increases cytokine production. 

33. (Original) A method for identifying a compound that modulates an 
interaction between NIP45 and a PRMT polypeptide, comprising: 

a) contacting an indicator composition comprising a polypeptide comprising 
amino acids 1-32 of NIP45 and a PRMT polypeptide with a plurality of test compounds; 

b) detecting a readout of the interaction between the NIP45 and PRMT 
polypeptides in the presence and absence of a test compound, and 

c) selecting a compound of interest that modulates the interaction between the 
NIP45 and PRMT polypeptides; 

to thereby identify a compoimd that modulates an interaction between NIP45 and 
PRMT polypeptide. 

34. (Original) The method of claim 33, wherein the indicator composition 
is a cell based composition. 

35. (Original) The method of claim 33, wherein the indicator composition 
is a cell firee composition. 

36. (Original) The method of claim 33 wherein the readout of the 
interaction between the NIP45 and PRMTl polypeptides is the binding of NIP45 to PRMTl or 
the methylation of one or more arginine residues of NIP45. 

37. (Original) The method of claim 33, wherein the readout of the 
interaction between the first and second polypeptides is modulation of gene transcription. 

38. (Original) The method of claim 37, wherein the gene is selected firom 
the group consisting of IL-4 and IFN-y. 



* 
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39. (Original) The method of claim 33, wherein said test compovmds are 
present in a library of small molecules. 

40. (Original) The method of claim 33, wherein the test compound 
decreases the interaction between NIP45 and PRMTl as compared to the interaction between 
NIP45 and PRMTl in the absence of the test compound, and the test compoimd is identified as 
an agent that reduces interaction between NIP45 and PRMTl. 

4 1 . (Original) The method of claim 33, wherein the test compound 
increases the interaction between NIP45 and PRMTl as compared to the interaction between 
NIP45 and PRMTl in the absence of the test compound, and the test compound is identified as 
an agent that increases interaction between NIP45 and PRMTl. 

42. (Original) A method for identifying a compound that modulates 
cytokine production in a cell, comprising; 

a) providing a cell containing one or more constructs which comprise: a cytokine 
promoter operably linked to a reporter gene, a nucleotide sequence encoding PRMTl, and a 
nucleotide sequence encoding at least one activator of cytokine gene transcription; 

b) stimulating the cell with an activating signal; 

c) contacting the cell with a plurality of test compoimds; 

d) measuring the expression or activity of the reporter gene; and 

e) selecting a compoxmd of interest that modulates the expression or activity of 
the reporter gene, 

to thereby identify a compound that modulates cytokine production in a cell. 

43. (Original) The method of claim 42, wherein the cytokine promoter is 
an IFNy promoter. 

44. (Original) The method of claim 42, wherein the activator of cytokine 
gene transcription is T-bet. 

45. (Original) The method of claim 42, wherein the cytokine promoter is 
an IL-4 promoter. 

46. (Original) The method of claim 42, wherein the activator of cytokine 
gene transcription is selected from the group consisting of NFATc2 and NIP45. 
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47. (Original) The method of claim 42, wherein the cell further comprises 
a construct comprising a nucleotide sequence encoding c-maf. 

48. -66. (Canceled) 



